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^ (57) Abstract: It is intended to provide a medicinal composition for treating chronic hepatitis C characterized by containing at least 
one active ingredient selected from the group consisting of IL-15, myeloid dendritic cell maturation stimulators (for example, CpG 
00 oligo deoxynucleotide, GM-CSF, IL-4, LPS, CD40L, polylrC, TNF-df and IFN-r ) and lectin-binding substances (for example, 
fs| mannose carbohydrate, fucose carbohydrate and antilectin antibody); and a method of treating chronic hepatitis C by using such 
active ingredients). In the above medicinal composition and therapeutic method, it is possible to use EFN- a together with these 
active ingredients. 
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mmm 

c»wjw (hcv) \t, yy^^ov^yj^^-^mt^-^m-f 

Mmmm^tftmmm&mft?z>-%m&&&z> - tr&%. h cvwm 
m%vm$nmizmix\LT& o , itttH c Ymmmwzrzm ttn k> 

Hcvi 

V>£tlW3 (#^¥1 1-152231) 0 ZOmmtl FN- a 

h c vm&^o* #~xa<z> i h c Yt>m^<D%.mfo&fr t?mn%& 

tjZGLX^ZZtX&Z (Proc. Natl. Acad. Sci. USA 92 (7):2755-9, 
1995; Science 258 (5079): 135-40) o zn^T-OffiftfrB, ittHCVM 

m\z^x\mmm^mm(Dmmmm^m ens ^ t» e^nsn-as o 

(J. Immunol., 169 (6> : 3447-3458, 2002; Clin. Exp. Immunol., 109(3): 
451-457, 1997) , HCV«S^©*?*T^^?:»$iJbTV^t#^e>n^ 0 
HCVte, mm, tt®^mm*ftm£^ti.<?Z>Z.t\z£iO (I. Immunol. 
162:5584-5591, 1999), £fc«CD 4&£tfCD 8 Tmm&&&mmt&Z t 
K=fcD (J. Immunol. 169:3447-3458, 2002; Hepatology 33:267-276, 2001) , 
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hc voiii^cig^t cd i on hcv«« (dc) mmzm 

J&g£iIoT^3 (Banchereau, et al, Nature 392 (6673) : 245-252, 1998; 
Blood, 90(9): 3245-3287, 1997) . MtWMte, ±tlT5in^ KaMSMfc 

%®vtmm (mdc) «, ^-r;^^-r§-^ci:t;-^T-m^©M^ 

L-l 2^fdiTNF-a &%®\ZT h 1 J&g£iprf£ 0 T^X 

vsbm (u>/^3*3R) (pdc) «, v-o\>7s\zmm- 3<h*S 

10 ©I1H FN£$fflU ££bTTh 2«fc£^rT3o 

£tlT&t> (J. Immunol. 162:5584-5591, 1999; Gastroenterology 120:512- 
524. 2001) , Z.(DZ\tfrt>, Wfi^HC Vfc«t ORidnSftiKittlli 
fcH#LTV>*££j&«*£SnTV>£. S£fc^ (RT) -PCR$ffiW<0 
15 ^©flB£££9, W«^^JfiiMfiStHCV^VA^#^-r^e:<?:^$ 
ttWS. b^b, £©:£&-?«, HCVjWffllfirtfcgALTV>S©3&>, ^©^ 

20 V tllSttt*5*IWiT*ofc 0 

HMflSte I FN a -eiltStMI CA/BOTU, NKlfi^Stfc 

•r* MHC^7^iHafA«*«kr;B« (mica/b) n 

o^W^>, iFNr *ttffl-r*J:tfcJ:D. « 
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CMR&V'UVZ (HCV) «3fcft*-r*A#K*^TH:, IFNoWtK 
i5M I C A/B©»l^t<^ttV^:i* 5 ««*nw5 (I. 
Immunol. 170:1249-1256, 2003) . fftfctS, *ttHCV«»A#K:*Vvttt, 

WUFXittl : #^¥1 1- 1 5 2 2 3 1 

^Bfcfcitt 1 : J- Immunol. 162:5584-5591, 1999 

iE#W$tt2 : Gastroenterology 120:512-524, 2001 

##«FXitt3: J. Immunol. 170:1249-1256, 2003 

*5sw#&tt. ittHcviifii«ia* i l - i summtzt, u 

#3sb#b«, ^i-K^^TKiettp^^^ (vsv) «, »©m 
d c \z®m? dou - 1 k «fc o fc»s*fcMD c 
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TfcfcS, *58Wtt, IL-15, SxnK FITOiSMMiHW^ 

r*fc»©isiMa««iWi«*n*. $?*u<«, il-15 s^rr**56w 

©ftj&t&fc. ttttCfflff&©te*fc:feV>TIFN--G[ £#W£*U>. 

15 mmmmi-te, epGtu^ft^^WF, gm-csf, il-4, 

LPS, CD4 0L, polyl : C, TNF-a £«fctf I FN-r J&>5fr& 

20 •*^*r**58W©a*»tt, «ttCSIff^©^*fc*^T I FN— a <h#JB 
#5B93«, IL-15, 5xo< FIMMlMSfR^P^f 
*^gBJ«, IL-15, 5XD-f H^ffittiWJfidtJRjWMH^R^U^^ 
3 *Wm, #14CMff^^^ v r^)fc86©B^©^©fc©©I L- 
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5 Elite, iWtWl^Oit-f h*^>ti?)MI CA/B©^iOi 

02te, I L- 1 FN a KI<£&M I CA/B©^S©ii?:St. 

03 «, I FNa L-l S-mtMttfci^NKMtt 

mste, i l — 1 5 \z£&NKMMmmt*m^tcmm<D%!i$kZy*-$'° 

06 \t, IL-1 BtMLfc^ttiNKtttSh^^^lW* 

15 0 7 te, JnM I C A/Btrt#:H J:^)NK«SM©|51§^^f o 
08 te, iftMI CA/Btit#:m:^NK««tt»Pl«?:^Tc 
09te, I FNttTiiUfcMiCi^ I L-l 5<Z>g££^-T. 

0 1 o \z, mi L-i 5m®.£tc\m il-isrb mmz&zu i c a 

20 011«, I L-l 5T*iit«ttt:J:5 I FNa/j3 

01 2te, ta I FNa/0Riri#*:£3 I L- 1 5if^&M I CA/B<Z>fggt 

01 4te, MDC&^tfPDCfcv'a-F^ 7VSV-E lE2£^ttbfc 
25 ^^^-To 

01 5te, Mo-DCfcv'i-K^'f ^VSV-ElE2*»abfc«S*** 

01 6te, MDC, Mo-DC*«t^PDC{Cj3^2.HCV RNA©3 If— 
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HI 8tt, ya-F^<^VSVOMDC\0«S(m>t>CDff^ 

Hi 9«, ya~h^-f7'VSV©MDC'\©iM[m>t>©ff$: 

H2 OKI, He pG2aUfifc^f*'>3.-H^>f ^VSVjS»!fcRirr^>^ 
>©SMB*?kT. 

e> ©«m*»ms*s* ©im h >-e%m lxm i c a/b ©ssssw. 
^fcc nMmi\z7F2n%&5\z, mmfzFi— o^Mfc^^tH, ifn 

a, I FN/3 L-l 5fc<fc9MI CA/B©3BS^$3tt*5&«, H 

C V«SSMCD*M*Miafc*ViT», I L- 1 5 lick DM I CA/B®Wi 
«Sn*#, I FN a SfcliI FNj3.tCj;o.Tttif$n&l^t^l^$ 
ttfc. HCV«t©i«*^ I L - 1 5T»^t, NK« 

£tt*J:5k:, fcJfcfcK:*— ©#R»M&fcI FN a T«r^t IL-150 

ttz-otzo Ens ©£*#&, Hcv«a#^e»©TO««, i FNa © 

*0»fc«tO I L-l 5 MI CA/B© 

£©££#, «ttHCV«»Jft#fc*ViTI FNaiSCJ: 

ohcv ©ffiifij&« Bjfi-e ft o fcs * © i ^ -e & s t# a e> n* o 
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i l- i si*. TMMW(DMn*femt%® z f-tLTm®\zMMtin, t h i 

L- 1 5©cDNA©iB3?«tt*lftSnTV^ (Science 264: 965-968, 1994) . 
I L-l 5ft, h2H>©l^T&9, BMM, Ttt, 

i-^a.y)V4y~ (NK) ffljg, £<fctfU >/t«jSttflS*5- (LAK) ttUfi© 
5 WJ:^MMt, CTLi8HtftlMlf*J:i* l *e**T»JBJ«»H^T 
I L- 1 5©mRNAtt^<©«ft»K:*ViT58SSnTVi5*S, HW, 
T^D7 7-^££V>T#<fg3!£ftTV^. > ftfKfeWTft, I L-l 5 
ft, #a©*aifflliaK:»UT^iii»^ffi*»«l/, £#©ft*fWSr©*llfc« 

flWS (J. Immunol., 169: 4928, 2002; J. Exp. Med., 194: 1013, 2001; 
Nature Immunol., 12: 1138, 2001) . WTO£ftft£tttiltt£J&&L- 
TIL-15»U HfiDCtlCj;Dft««fMIIB*58irr* (J. Immunol., 

15 167: 1179, 2001; J. Immunol., 169: 4279, 2002) „ U*>bfc#6, 8MftNHl& 
#NK»IJMIte£W«1-*«afc:tfLT IL-1 5ifitoe>fr<DmW&R&tfr& 
^Si<^flT?*ofc. #38Efc:feVvn*, iWttIL-15l:iO»^ 
n*£MI CA/B*S8S!U iiNKlH^ttftt^Ct, fc«fctf£©M 
tt^fcMI C A/B - NKG 2 DiMl:fe#lTU5 ^ t^^tlfc. I 

20 L-l 5\tNKn&M&m¥tLTftm?ZZttf!Qt>nT^1tW, *5SWfc* 
V>Tft, IL-1 5^gft«NKttlll:^bTr|W^|l^bT^ 

*55WTfffl^* IL-1 5 ft«* ©^t=t D'^r&Z. £j&*T#5« I 

l - 1 5 *^-r*sift«?Hffljia^aijfift*«3iL, il-iss* 

25 »«srra *svij*. IL-I5ft, Kflicae^E^J wzte. 

±j£Lfc Science 264: 965-968, 1994 fcE«©BB8l) K:£^T, 

T#e>ns i l- 1 5ft. «ttanfi**a*-r*ii**««f*r*ist). -eoj^y 

&E5U©-ffi (fllfcft, 1-30 m, 1-20®, 1-10 m, i (05. 
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sfi) , i~2m<D7$ynmm &x&&ft\tm&znT^Th&<, fi®7 
$;mBMifi-& (m%.&, i~3oi, 1-2011, i-ioa, i~$t{@ 

M, 5fi) , l~2fl©75/l68S) JfA$nXViT*>J:U. £&. ^» 

5 ^<D-U WM*. 1-300, l~20fl, 1-lOfl, 1HWH («, 5 
fi) , l~2ffl©&«) ^5fe*fc»4«i*nTVi«BWft*-r«DNA*aS 

fc«AbT, IL-1 5gB»*B8£1*Si:£tf* , T?£*. »*.li63t£fg3l 

«t^iR©^J«^J, W^tfTATA^.y^, ^tyH>», CAAT1B 
15 tbX\t, B&&m&£*'Vm\t*%j*G\z\t. b 1 aynM- cat^D 

R322, pUC118, pUC119, Agt 10, A g t 11, pMAM — 
20 neo, pKRC, BPV, SV4 0, 2-$^D>f^tll>. 

set, ^^;uEW*^ViTi8aiftAaeji*^»fg3S$**<fc5K:, fc-swa, 

25 IL-1 5*5SS*r*<fc5*IS$nfc^^-e, h7>^7t-^->a>, 
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T^, Kfttt. IK XI*** DT 1**574-. HPLC, -f*>S»^OT 
ft®****)*. HCV**«fc*V>T. *WI«^fc*lt**D*<. #wff 

7°lt®&KT^Stfc^a.-H^-r7 s 7jc#liPrt^ T >-<^ (VSV) &gH*IH 
Vtt, ^U->ft*aM (GFP) I'^-^-Ifif^C^VA^Iltt?) 

(modo wtmxrzifi, PDc\z\mxvu^t\t 

tcMD C Kite* »bfcV>£. fcs8«9i6^tfeo fc. 

-r^fc^, #3e8fc*V>Ttt, >ID^'littW»S?^t^ 
££fc«fct>, «ttCSIffife*»*"r5^i3^«T?**^t^v^nfc. iff 
%L<\Z, $in^F«li»18f«, «ttCS!lff*«>i&*fc*v>T 

5XD^F«tto«Mt'f^is^«^nfti* m^t, c 

pGt'J^^^WH, GM-CSF, IL-4, LPS, CD40 
L, po 1 y I : C, TNF-a £«J:lM FN-r &ns. CpGt'J 
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3=f^ 9 Vtt F tt, 3\>Wfc U 3X9 Vtt 

KT&D, tCThl^ilU BUMS, NKtt, taJ^JI^aB 

p G*U dxrfr^S £ Ftf»MD C £MUT^£-fr, ya- F*-T 7 
5 V S V II^TSMD C ©iStt^iT^f tfcd t^'i GM-CS 
F, IL-4, TNF-a FN-r mvfnfc, wimMMfr Zffiftm 

m*mm?%zttfT?%z®i-£VT-mzm^*>n2>h<Dx&z> e lps« 

po 1 y I : C«, «ftt«BJfi®Slttft:Eg : fi:UT«fc<»6nTVi*. Ctl^om 
V>T, I FN— a *3fcttUAlfU>tia*^*)-&TfflViSC:i:A«T?fr*. 

#$B9§«e>K$ src, md cici/^^^t^i/a- K^-r yvs 

15 AfcJ*bTSS^:fiSi**fcLTVi*i:t*iB63^fcUfc. H»J12^$tl 

^Wioiss^jim-^ c tic * d , *ttcamm*»«rr* c 

SUFF&CDJ&lRte^T, I FN- a *fc»U ytlf U >£*&#£fc-fr:OS £ 

25 

*56W0BSHi!iajS«**ljfi'r*fc«>K:», I L - 1 5, H5S»«J8B 
Jft^»JW*H : fR^/*fctt^^5 1 >ilg^««, SSfc&fifcJ&CTI FN-a 
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SttdE^O. 1-9 9. 9fi*%iB£-T3. fcfc, *5fiWC«V5«iStt*»*« 
5 mn&$m\z\t, IL-15, 5in-fH«»M»lIf> StcUU 

mmtth\z, mi, tin, mtm. w^jk m^w, mm, nt, 

*jgnK4»fc», IL-15, sin^FlWWMIBf, *1t\* 

10 istr?>&$m*, m^mzftmhvzmm, mm, m^n, ^mm, & 
mmtth\z, mmmm, mmm> am *u-im w^m, mam, m 
nm<mmmmmz>z\ twrz %o &wffl©«K£^Tte, ^mmo>m.m 

25 Wfc, ff*lyV»«#05Srtfett, IL-1 5, 5XD>f H»ttfttllBlfifi6»«l»E^f. 

#^Bj©g^mj£W2, INF-a i©ffl*-&t>ii-a4fc*ViTffl 
^©fc&fc^ffiTfc*. INF- a t©m*£fri*?&S£fcfcV>T«, INF 



1 t 
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-at, IL-15, SXD^fH^iMiiBf, Htz\ZV>7^>m 

-5, mmz, *tc\-mkm\zWL$i£nz> B ^^-omz^^^no^y^ 
#«£<fcoTm&3#, -1st, *^Hjo^m^t)«, &f§ttj&#©*aus 

10 fcfcDftfil k g&fcO, *?J0. 0 0 lmg^e. 1 0 0 OmgGDlgffl, #£b< 
tt*90. 0 lmg^e 1 Omg <Dmtf£Z>£5, 1 B 1 Efr ^Eg-Tr 3 

*^BJ©«^«Sfc, INF-at, INF-at©i^t^tf& 
^fcM^ IL-15, UD-fh'IMWIffiif, £fctel/£5f>i!i 

&TF\znmmz& v*mw*£ Qmmizmwrzw, *mmz\ti*>(DnMM 
20 \z&vmi£znz>'b(DT?\tti^o 

nmi i - 6 tc^viT«OT©#»«t^?*^fflv^c. 

(A) PBMCd^O^S^DCOHM 
1 5^©M^^^>t-^7^J;^2 O^0iSttHCV»S^»^iL 
25 fee t^T©HCVi^Iflt «taHCV^#:^J;^HCV-RNA©M^ 

fr-otco ^Wtifam77->7$y h7>X7i7- tT (ALT) 1/^ 

;i/*»jslt, hc vmmm%zmifc0$:fc&mm&(Dnmz£ k> 2 o©§mc:# 

^Lfco mm®tt\mm®teKLT ±.%*7FhtzBM (n = l 0) SCH-l 
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mtfcmV, 2^^]EftfcALT£#«»fc*bfcte<&&£ (n = 10) ttC 

h-2 tmrnvtco mmfs.^y>7-^7^^^Hcvmm&m<D^mwmsk 

^tdcfc0¥iiUfePBMC^A o -3-;i/ (S i gma Aldrich, St 
5 Louis, MO) (D3M0>%&£}m (1. 076, 1. 05 9, &£tfl. 0 
4 5 g/mL) T3a^Hbfc MmzmgkZntc^Z^WmMtt* 2 4 £ 
x;i/itHfflH 5. 0x1 o 5 «/^x;i/©^-rfilffiLfeo 4 5#WH 

-hh?z&, #mmnmm3kL, mmmm*. io%pcs, iou/mL© 

^~^)>/7,VVzfY^^-yy, 2mmol/L©L-W5>m, G 
10 M-CSF (lOOOU/mL, *U>t'-;!/) , fcJ;tfIL-4 (5 0 0U/ 
mL : S t r a t hma im Biotech. , Hannover, Germ 
any) £ffi;fcLfc7^*3-7&^-7>M (G i b c o -BRL Li 
fe Technologies, Inc. , Gaithersberg, M 

d) fyx-mrnvfco DC(ommz\$ui : <DUM&Ri^tc : ifn« (ft£gm) , 

15 IFNjS OKI/) , IL-15, IL-12, I L — 1 8&J;t£TNF a (R& 
D Systems, Mineapol is, MN) „ 

(B) DCl£:fett£MI CA/Bfg5l©:7n-1M h*HJ##T 
DC (5xl0 5 > £, ^MI CA/B^y^n-^Mift (6D4) 

(Science 279: 1737, 1998) tth\z4VX3 0#P*K >*^~ hbfc. # 

20 t£»i&£&#L, FITC 

-gl^tritf IgG (BD-Pharmingen, San Diego, 
CA) £-#ft#<hbT4 , CT3 OtffeK >+a^Mfc. #{;im£2II|& 
#L, 2%A°?*;VA7;i'TkH$ircSJ£L&o »ttFACScan^7f 
A (BD-Pharmingen) £ffl^T7D— !M h UT?##rL, CE 

25 LLQuest (jSS) V7 h7X7£ffl^Tx-^ ftflr^fr ofco 

(C) RT-PCRlC<£5DCT©mRNAf£gi©##r 

ISOGEN (-ytf>i?-» ^fflTORNA (1/ig) ^ttinL, 8 Op 
mo 1 (Dyy^h^y-i^- (^ffiB) ^lOmmo l/L©#-x^v^ 
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g£4&£5 Ommo l/L©Tr i s-HC 1, 7 5mmo 1 /LOKC 1 , 1 
Ommo 1 /L0DTT, 3mm o 1 /L©MgC 1 2 £<fctf 1 OOUOtD- 
-^X5eifil^^-1 > ;i/^'JA-^h^>X^U^-if (Gi bco-BRL) 
tm&U 3 7tT?5 0^>4^-hLL 
5 7 0tTl 5^KJDSft*r*JltK:«J:D5^SI9±S"&fc. #&tlfecDNA$, 
1 0 pmo 1 ©&-fe>;*:fc«ktf7>3Hz>;*;/7-f 1 Ommo 1 /LGDT 

ris-HCl, 5 Ommo 1 /LOKC 1 , 1. 5mmo 1 /LOMg C 1 2 , 
6-2. 5mmo l/L©T^y?^l/t?HH'J>i, &cktf2. 5U0Ta 

10 ^T©y^-rv-^ffiVifc : M I C-fe>X : 5' — ACACC CAGCAGT 
GGGGGGAT— 3 ' 0E8l#-ftl) ; M I CA7>?t>7 : 5 ' — GCA 
GGGAATTGAATCCCAGCT — 3 ' (SBJiJ#^2) ;MICB7> 
^•fe>X:5' — AGCAGTCGTGAGTTTGCCCAC— 3 ' (IB?!j# 
■^3) ; IL-15iz>7>: 5* — TAAAAC AGAAGC C AACTG — 

15 3' (IB3W§-4) ; IL-157>?t>7: 5' -CAAGAAGTGTT 
GATGAACAT — 3 ' (IB*Wt5) ; IL-1.5Ra t >7. : 5 ' — G 
TCAAGAGCTACAGCTTGTAC — 3' ; IL-1 5 

Ra7>ft>X: 5' — GGTGAGCTTTCTCCTGGAG — 3 ' 
(E3W»7) 

20 mm^U bn)V\t&rf<D£&V)~e%Z : (MI C : 3 9 5t, 

6 0m I L- 1 5 : 3 OIK^. 9 9"C, 6 0#|, IL-15Ra:3 
5iM*;k 9 91C, 6 0&ffl) , 7--U>^IS (MIC: 5 6*C, 

6 0 m IL-15:60"C, 3 0» I L - 1 5 R a : 5 5C, 30# 
W) &£tf#:ft (MIC:90m 7 2"C, IL-15^IL-15R 

25 a : 6 0#>M, 7 2C) . 

fcMBibT, G3 PDHt^HWA^-T^- : -fe>X : 5' -GCCACC 
CAGAAGACTGTGGATGGC— 3 ' (S23Wt8) &&Zf7>tt> 
X:5 ' — CATGTAGGCCATGAGGTCCACCAC — 3 ' (gE2&J# 
#9) £JBV>&. 
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(d) m&mvr 

5 

mmmi-i. -*m h^^>\z^ui CA/B^momm 

frzm^tco mmteF*- (n-dc) %.tc\mcvm%kmm (hcv-do 

10 frt><Dmm&*DC*MmL, ^6BClFNa (1 0 0 0U/mD , I 
FN j3 (lOOOU/mL) , TNF a (lOng/mL) , IL-12 (10 
ng/mL) , I L— 1 5 (5 Ong/mL) , I L-l 8 (20ng/ 

mL) T*2 4|iatt "A\Z, 7U— *M hDlCfctJMI CA/B^I 

15 IE#fcF^- *&®DC (N-DC) «, I FN a FNj8 \ZJfo£L 

TMI CA/B*5fiilbfc*«, HCViMf^^ODC (HCV-DC) ttH 
TftCDfc^&M I CA/BS^Sb^ofc. IL-15S, N-DC^WH 

cv-dck*ut, KS^tMi CA/B*g|«-rsz:t*JT?€rfc. 2in» 

U TNF a, IL-12, L- 1 8ttM I CA/B5gS*»*b^ 

20 ofco 

ilil-2. MICA/B mRNAORT-PCR^tr 

*fl«tbTViftViDC, IL-15 (5 0ng/mL) TillfcDC^I 
FN a (lOOOU/mL) T'ML-fcD Cj^&WfttllSRNAfclli* U R 
25 T-PCRfC^OMI CAmRNAM^MI CBmRNA0?gl$M Ufct 

£3, ±j£®7D— *m h^hu©ife*tHS"r*i!s** J #5nfc. 
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ftJfcfcK*- (n=15) (HV) , Jl#ftALTS*-r«ttHCV«»/ai# 
(n=10) (CH-1) , &&ZffititmiiJE%tALTl''<)),&1itZ>##.HC 
Vjg&B^ (n=l 0) (CH-2) ©H0MI CA/B»»ftJt«tfc. IF 
Na SfcBIL-1 5tfiJiLfcDC©MI CA/B»lS7n-^ 
5 UK J; DDK, THUS©/?— fe>btlttbfc. IS*ftBB 2 fcwl". 
04", zKW-fcWS*, S*/t-ttSDS*b. *«p<0. 0 1*«-T. H 
CV-DCS, IFNttTiilfctf, ALTg#©tttlK:jtaG>feS*fMI 
CA/B*^Jib^ofco £©££«, HCV-DClC^ViTI FNa 
«IFNj3 !CiSfiFt*Ml CA/B^^^n^VidiH, ffB!©1ittW& 
10 &*«KHT»feUCt*7Ri»-r*. 

mmmmry^^^ui fnt gSTs/t^rsia^T, dck:j:snk«bi 

tt0«ttfc*ffttbfc. 

15 « Ft-0P BMCA^NKili&ilL, NK|BJfiffi©»i«Kflc*^T- 
;Hr«ff$b, ^M^D-f KTSbfc (StemCell Technol 
ogies (Vancouver, BC, Canada) ) 0 $ffllS©9 0 %RJi 
«CD56 + CD3-U>/^T$ofc. MbfcNKifflJ|&£, 2 4V3L)V1&m 
m (5. 0xl0 s i/>)i;i/) T, 1 O^FCSfe^l OU/raLO^y 

20 U>/^h^h'7'f^>*ffll^SL/fcRPMI 1 64 0J&Jfi+T»ilb&. liH 
(N-DC) SfcttHCVi^W (HCV-DC) j&>6©DC*, IF 
Na (lOOOU/mL) *&ttIL-15 (5 0ng/mL) T* 2 4 P^fflSt 
b, 1. Ox 1 0 5 fi/mL©iigT£xjMdjn*., NKttUfifci'bfc 2 

25 «Wft*»7yfe<«KT©J:3k:bTffofc. 51 CrTSiibfcW« (K 
5 6 2) *NK/DC#mm (h7>X-)Xj^fAT, StBftbT) , £ 
fc«NK*ffl|fi#aft«*T?, »*©x:7x£*~/Sl8JfcT?4l$|gK >*a.^- h 

B&ftfcMa, -?-n^n5%Tr i t o n - XSfeS^iO W >^a^- h t 
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c»a©*»«-s»KRttm> xi 00/ (fc*ttffi-BS8»;ftai) 

5 NK.nM<DMBfo I FNr 5S^fcmT©«fc5l;:LT7y^f ±5£©£ 
?\ZDCttb\Z2 4mm®mVTcNKMm$:, 1 Ong/ml©PMA:feJ;tf 
1 (imo 1 /L©^f*/V-fy> (Sigma A 1 d r i c h) tifeKM* > 
^-hLL ^11, 1/il/mLOGolgiPlug (lliSI) (BD 
-Phanmngen) ©#&TT3 7TC-C4I5IBK hhtcW:, NK 

10 W§£PE^ilCD5 6 ; E;^D-tWt4tT'3 OftlSBfefiLfc. II Aft, 
Cy t o f i x/Cy t ope rm (SftftflD MM (BD-Pha rmi n 
gen) TSiaT15MIIU ^tCF I TCgft-ffi I FNr ^O- 
:J-;M3i# (T^IgGl) ftfiUfcHWftft7n— *j--r M HJT* 

##rbfc 0 70-1M M hUfc*W-**±*IR<D«ttI FNr ft»ST &C 

15 D5 6)j?^^tt^t. 

I L — 1 5JW«N-DCttt>K:#««UfcNKiWIIia, fc&tffclFNaf! 
»DCti: , bK:*««UfcNK«JS«, B«OS«T?K5 6 2tt!^t5lfi 
SfMfiltt^&tfk: I FNr M&ififflnVTKtt. zti\zftb, I L-i 5T$iJ 

jKUfcHCV-DCttNKiWIISlftlStt^bfc**, I FNaTMimt« 
20 NKMifi?§teft;ft*SfcJ&>"3fc (B3:fc«ktf4> o 

Jt«0fc«>fc, Mfcfc¥libfcNKffllfi&, 5 0 n g/mL©IL-l 5££ 
t>fc 2 4B#P B U£*U »K 5 6 2 WlfiiSflPfiHSifc <fctf IFNrMTyt 

-rufetii^, i l-i 5*nsm*KKmmzmtiLfctz>zttfi?%fcfr-ofr 

(05). tfc^T, IL-15*JNK«fifcB»W«*ft3fcKrOT?tt&V> 

25 ^tjWtBStlfc. 

frfc»llU£NK«£ I L - 1 5 (5 0 n g/mL) TifUfcN 
-DC£:£, 0. 4^m©J¥A«ftfflViT^«lbT*««b, NKifiiDCi 
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#0itJD£^£&^ofco Z.(DZ.t\$, I L- 1 5T?5H!l»SnfcN-DCk:J;* 
6) o 

5 mmms. NKmmm&iMz&rtzui CA/B-NKG2D*ga^ffioiig-5- 
i l— i 5-vmm^nrzDcv%m^n^uicA/B^NKm^mm\:\zm 

N-DC^diL-1 BtitUcN-DCtifefc, iaM I C 
A/B^S ZU-j-frtm (6D4) , ^NKG2D^/^D-:HWn#: (ID 
10 11) (Science 285: 727. 1999; Proc. Natl. Acad. Sci. USA, 96: 6879, 
1999) gG©#fiT-C2 4B#r^^*L, NKIfiCliWtt 

cfecfctfl FNr MOL^m^tCo 

#EMI C A/B^e; i7 D-tMftO^TT I L - 1 5TlillfcN-DC 
t^tlfcNKttfi, iHfl«M^©iiiP^$^-3fc (07) . 
15 IL-1 5T?MUcDCta5NKtt©I FNr IMM, NK/D 

c &%m<om fcKMicA/Bt/^n £ tefctN k g 2 d y ^ □ 

-^-;Pin:*€:]!]P^fci^{C«^{c:^<^o^: (0 8) . N-DCOftfeDtH 

t&mt, I L-l 5T?5W«SnfcD'Cte«k*NK«lfiOflHtfttt, MI ca/b 
20 -NKG2DffiStfUBfctt?rr*Z:t**T. 

g|jig0tJ4. HCV-DCKUSfrS I FN a/6 fcffrgbfcl L- 1 5<Pg&<P 

N-DC-£«fctfHCV-DC£, I FN a (lOOOU/mL) T2 4H^i 
25 StLfc (6#fcO*n = 5) . #J&||±if + ® I L- 1 5, IL-12p7 0, 
TNFa*3«ktf I L-10 £, #M«HEy £ n-^ttfrCD»*J:t«alft>LU- 
-f h*^ ViT, Iffi^hW yfEL I SAfciDflglfc (IF 

Not/0, IL-12p70, TNF a, ££1*1 L- 1 j3, Endogen, 
Wobum, MA; IL-15, BD- P h a rm i n g e n) . £ft£><2EL 
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I SA*©*HJ©Rlf»lttt£ilT©i:*OT?fe* : IL-1 5, 3. 7 p g/m 
L ; I FNa/j3, 1 7. 5pg/mL ; IL-1 2p7 0, TNFafeitf 
IL-1/3, 8. 8pg/mL, 
IFNatt, N-DClC*ViT9i&3WclL-l 5©ff*SSf»Ufc*J. H 
5 CV-DCfc*V>TttIL-15©*4*«U» , raJl4:*JT#^ofc. IL- 
12, TNF a, I L-6*3<fctfI L-l /3 N-DCiHCV-D 
C£©MT?&£A^ffi*bfc#ofc (09) . RT-PCRfc«kD IL-1 5m 

m6©»*a, N-DCTSIFNa ©*J»|C«J;D IL-1 5©Wi 
10 £3tt£#, HCV-DCTKM£*S*l&V>£ 



gUififfti5. I FNat»UfcDCOMI C A/BiS ^I | tl>^- U > 
I L - 1 5 ©gjbg; 

IL-15S, I L-l 5 <7>fc8e>©#gft a « (I L-l 5Ra) , IL- 

15 2i/-k^-^ m&&Tf#&®r mfrzmmzn&hw-i l-i 5^ 

V>*. I FNa^khDCC^^ I L— 1 5 R a ©fS5i£Si»"3"*rt*§#** 
¥5£*ttRT-PCR£«fc?) IL-1 5Ra OmRNA^i^ 
IH^fco IL-1 5RamRNA«I FNaT»Ufe^DCTOT$nT 
20 V>*j&*. I FNa T'Mt^tN-DC^ck^HCV-DCO^fnil^ViT 
I L - 1 5R amRNA^T^^Ka^-^tlfc (-r-3^£T) 
c uOit^e, HCV-DCWTa, IFNa 
SeSfcfc&Pfe* 1 ****. I L— 1 5 R a 056iS^5T?^v^t^t. 
N-DC*, miL-15in;#: (30j^g/mL) ^fcteta I L - 1 5 R a 
25 +»R# (30/i g/mL) ©#fiE*fctt*#fiETT, 1 0 0 0 U/m 1 © I F 
Na ttfel:24«Slfc^ 7a— iM MhUfc«kBMI CA/B^ 
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I FN a -ejBftb&N-DCfcfcfrSMI CA/B©», V>T*l©ft#K: 
ZtlZvmmt, DC\Z^X, IFNal:J;l9ii^MICA/B|§ 

mz\x or- u > i l - 1 5 \z&K>mft2n% i l - i 5 r a (Dmmtft 

5 !&mx&Z>Z.t%7ik~? a ~f HCV-DC^I FN a tOS^LTMI C 

L- 1 5<DM&(DKt&WMT'$>%tm^t>n% a 

mMM6. DCCDIL-1 5lirttMI C A/BfggjfcfefrSrfr- 1-^ 'J > I F 
10 Na/fl 

I L— 1 5T«$nfcDC££tt&MI CA/BOiilIt-hi"J>I F 
N a/]3 ^LTV^^^fc. 

N-DC£cfctfHCV-DC£, 5 0 n g/m 1 ® I L - 1 5 ttb\Z, ia- 
I FN a 

15 //JR^fnj/Cft (3 0iig/mL) 0#iSESfc«^#ffiT-r 2 4P»g«bfc 
(SSl:^fn = 5) c #ig«±fi4>©I FN a &&Z$l FN^ELISA 
\z£ D^bfc. 1 1 

N-DC£J;tfHCV-DC<Z)l,vfnt>, I L- 1 5T*$mtZ>t I FN a 
i5j;^I FNj3 ©^^^tl^Co £U FNa/3R»#«T 

20 T'DC^IL-15 3 £ , I FN a ©g£/^Kl$»{|iiJ£ tlZtf, 
(Dm&ZWfflZnUfr-Drz (011) „ JICDcliite, DC£IL-1 
5T»T5tI FN/3 #g££ft, ^tl FNa/3Rfe#W^TrI FN 

N-DC£J;£mcV-DC£, #C I F N a / )3 R ^fnirift (3 0 MS 
25 /mL) ©?? «#&TT, 50ng/ml©IL-15T24 l&ffijHft 

^ hUfc^OMI CA/B^S£oV>T#^Lfco ^£1^1 2fc^-r o 0 
htf7l±*<DWimZ, MI CA/B^(D¥^^^^-r. DC 
££#3 I L-l 5R*ttMI CA/B»Stt, ft I FNa/0RT**>^ft 
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#©#ffiT^£fc»«3*lfc. RT-PCRl:J:SMICA/ 

Z.<DZ.hftt>, DCW5IL-1 5fcfS«FLfcMI CA/B©383ifc«# 
-h^U>IFNo/j3 «^5T?» D , £ft&H C VSS&Jfr£fc33V>Tt>## 
5 SnWSdt^-T. HCV-DCfeIL-15T»§tM 
ICA/B*5fiab5Si:Vi5««10tS*t-«rr*. TfrbS, IL-1 
5&D C^iStttoLT I FN a//3 £n#M I CA/B^« 

10 ^JfiW7 - 1 2 fcfcWttt, OT©KH*ffiVifc : fflftAfc h I L - 4*«klX 
GM-CSFSPep r oTe ch (London, UK) #6, iSftfft^k h W 
»CD40U^>K (CD 4 0 L> , k h TNF - a & £tf I L - 3 ttR&D 
Systems (Minneapolis, MN) LPS, p o 1 y I : 
C, *?>j->&&Zt$72 h-XteS i gma (St. Louis, MO) 
15 ffl^AkMFN-rte, Strathman Biotech GmbH 
(Hamburg, Germany) kh>J>/^««IFN-o«S 
umitomo Pharmaceuticals (Osaka, Japan) 
^e>, #M^;WbCpG^U^x^'>^^l/^H (ODN) 2 00 6ttS 
igma Genosys (Hokkaido, J a p a n) -£ft-6ftA 
20 ^Lfco TOFITC- PE-, PerCP-*fcttPC5-3>5> 

a* 1 - hflsttk bt/^n-t/MftftftlB^fc '.Lineage (Lin) (C 
D3, CD14, CD16, CD19, CD20, CD56) (Becton 
Dickinson), CDla (NA 1 / 3 4 ; DAKO, Glostrup, 
Denmark) , CDllc (KB 9 0 ; DAKO) , CD 14 (M5E2; 
25 Becton D i c k i n s o n) , CD 4 0 ( 5 C 3 ; BD Pharmi 
ngen, San D i e g o, C A) , CD 8 0 (L 3 0 7 . 4 ; BD Ph 
armingen), CD 83 (HB 15a; Immuno tech, Mars 
eille, France), CD86 (IT2. 2 ; B7.0/B7-2, B 
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D Pharmingen) , CDwl23 (7G3 ; IL-3 U±7&—a 
m, BD Phaimingen) , CD2 0 6 0?>/ —7, VttZ-, 3. 
29B1, 10 ; Imunotech) , CD207 (7>^iU>, DCGM 
4; Imunotech) , DC-SI GN (120507; R&D Sy s t 
5 ems)^HLA-DR (L2 4 3 ; Bee ton Dickinson). 

1117. HCViMfO^llil'I'OMDC. PD CfecfcUEP CB&^fflflSO^ 
BMH-lkV^ )VX (HBV) &&ZtHlV\Z'Z>^T\tm&-e&Z>ZLtZ$im 

• mclFFilffi^^V^ii^raUfe. W^UT, HCV, HBV^HIV 

20 7>X7i7- if (ALT) l/^^^bT^Si^te, i^t'J7 (A 
SO P££«bfc. ^0©S^«^W^fc«^»1-^ALTS^^b, IS 

ttffifc (ch) ^t^tttfco ;:ne>©s#(7)^fA^n^viT«, ffH£&£fii 

Vtzo HCV-RNAC5i«, ^DNA^D-^7^i:-f (ChronHCV 
— RNA, Emeryville, CA) fc«k 0 7yfe-f bfc, HCVjfitffM^ 
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«K^- (NV) 


«^^'J7(ASC) 


«fflF&(CH) 


N 


23 


14 


43 


1£(M/F) 


20/3 


6/8 


27/16 




45±10 


46±10 


48±8 


ALT 




21 ±5 


91 ±72** 


HCV-RNA$K$— *** 




3. 5(0-35) 


5. 7(0-37) 


HCVlftbltS 
(1/2/*$HS> 




5/ 


27/2/ 



ALT, 7^-JT^JY = j^TO^f— J ± 
** p<0.01vs.ASC 

*** ^^fiK^ajli^yyA^M/mKMeq/mDT'S-r 



5 &m&&ztmm h^— # 6io-i2mi ©^\/i u >«jw»iRjiii*#fc. p b 

MCtt, Ficol 1 -Hy paque^r>3 >±tf>^^IE3I£vftiilfc£ 0 
(PBMC) £0iRL-fc o ££&PBMC£iHS:U &fc»jfi&ffi 
MDCIt (L i n) (CD 3 , CD14, 

CD 16, CD 2 0, &£tfCD5 6> lttt&£tmL A-DR«£L-T3t 

io ^ne»<z)«^>y-h^igsu^, MDc&cfctfPDc&^tccD 

1 1 cfeitfCD 1 2 3^S©A e ^->HJ:D^«Ufc. MDCttL i n", H 
L A — DR\ CDllc\ CD12 3 |W «^0, PDC&LirT, HLA 
— DR + , CD1 1 c-^ckt/CDl 2 3 hi *»T&3o MD C£cfctfPD C&, 

S„ CD 3 4MIE«te, Lin", HL A — DR + , CD 1 2 3*& «fclXCD 3 4 
WtLTHilfc. PDC©MMMIS^J:«^MMI1&«, -etl^n 
Lin", CD3 4 + , CD12 3 + , C D 4 5 R A", &&Z$L i n', CD3 4*. 
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CD1 2 3 + ££tfCD4 5RA + £UT^L£o FAC S#$rfc«fcDftJ££tt 
fc^n&OMftO^— fe>5r-^6, PBMC®»fc*1**EfcfcJ;0. 

*tBtt#*r©fc«>fc. BDCA- lftitfBDCA-4»(Mry b (Milt 
5 enyiBiotec, Bergisch, Germany) foZMM 
<D#M*1M7LT (19) , MDC^PDCSPBMC*ftll;n^-3-h 
(*&#+^«-fe>*-) ^e>^Hbfeo $>Z>M$, L i n*M5:CD 3 , 
CD14, CD16, CD20, CD 5 6:fc£tf^l) > (Stem Ce 
1 1 Technoloies, Vancouver, Canada) ZStfti 
10 9 s r)V&#"em&IQK.mM21t1t&. FACS Vantage SE (Bee 
ton Dickinson I mmu n o c y t ome t r y System 
s, San Jose, CA) TMDC$3<fctf PDC*giJ*K:V-- hbfc. 

t»**H 1 3 ic^-r. ^71', ch»i:*wdc* 

J:^PDC©»«iE#^^>x^T (NV) \Z&V}&n$k&r)&&'otZifi, A 
15 SC*fc*tt*ISftfcttBfcb&*>-3fc. CHfOMDCtt, AS C&JctfNVlC 

SttPBMCCDM^lCjB^.CTIBttfttlWPr.SfcfelC,. #RI©PBMC, CD 

Ufc^oT, ifti^DCOiC»^V^t«, *K:PBMC*s<£VifcJe>Tttfe<, 

20 CHH#fC*3ViTD C**SWWtC*^LT^*fc«)T&*. 

DCt^ty hommMf&OWLZfttixVfco BlomS (J. Exp. Med. 
192:1785-1796, 2000) fc«fcD*fc$ttW**3BSfcL;fcj&«'3T,. PBMC* 
T% CD3 4ttflg« (Lin', HL A — DR + , CD 1 2 3 + , CD 3 4*), 
Willg (Lin', CD 12 3*, CD3 4\ CD 4 5 RA") iS&VQffl 

25 KtimMM (Lin", CD12 3\ CD3 4 + , CD4 5RA*) fcOTLfc, C 
H*lc*Vt*CD 3 4MKinfi«<fctflOlBltK»l&®0[», H^— #fc*^*«fc 
D^fc^^fc^, ASC^lCl^tt5t)©ttH^-0feOt^6^ofc. 
ens©*!***, *ttCSjff^A#K:*ViTjk«DC^J:t;*0WTOJfi)^»^- 



WO 2005/023289 PCT/JP2004/013283 

25 

mm &. sfetejfitm&a (pbmc) fre><DDcmm<Dftm&&xti&* 
mmu#7>7-47<mmtofre>rty4=i'-h&*mv, ficoi i-Hy 

5 B8M&, MDC££tfPDCte, CD14-^^Pk'-X, CD1 

9-^^Dk'-X, BDCA-lt&HBDCA-4 DC*i+yh (Mi 
ltenyi Biotec, Bergish— Gladbach, Germa 
ny) £fflV>T, »ft»K:|l«lxfc. CD 4, CD 8 TSHflfrfe£tmKiffllS», 
PBMC^, ftl?WfSS t em-S e f (Stem Cell 

10 Technologies Inc. Vancouver, BC) &H^TftM 
Vtco CD3 4+jfijfaKrK#»lfitt, CD3 4-V-f£nt:-X (M i 1 t e n 
yi) *fflV»Tilffjii¥««fi^6ilIibfc. 

DCIOSIWMSFACS Caliber (Becton Die 
kins on, San Jose, CA) £fflV*57n-" tK b* bV\Z&K>ft 

15 flfbfco ftfiO&Jftfctt, DCS, 2%BSA£cktfO. 1 X7S?fltf- V U £ A 
PBS tpTttSWirttt* fcttlM V * -f t %> fc 4 3 0 ftfflte 

fthfz* MCDS, Lin', HL A — D R\ CDllc 4 , CD 1 2 3 lOT T&D, 
PDC&, Lin", HL A — DR + , CDllc + , CD 1 2 3 high T& 0 , Utt 
e>©|ffil^^CD4 0, CD8 0^CD8 3O^Sfi^fc. -r^x 

iibifeP^feiiMDCtt, 10%©FCS, 50 1U/ml©^-y'J>, 
5 0jLig/ml<Z^hl/:/hV-r->>, 2mM©L-W5>, 1 0mM©H 
e p e s W^i^l 0/zM©#»5;i^l CM) , 

5 0 n g/m 1 ©GM- C S F 10ng/ml©IL-4 
25 B^HIMDM (GIBCO Laboratories, Grand I 
si and, NY) - 7 0 Mftttbfc. PDCte, CMtpT5 0ng/m 

i © i l - 3 <d#stt 4 a m^mvtco 



■MM 9. ->a- Hj^-f ^ V S V©lj^©ftA©ffffi 
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M7 J VSVtt^7HCVEl^E2l0MV^. ^a-H^-f^ 
VSVB, *9&Jt (G) 3tfiT3ft«GFP*3-H*r*V#-^-Jl^fPllt 

&A&nw*»»&vsv*>&«)£$n, x^D-yti/t^/^HCv 

5 E l^ct^E2^eK^^r-TS (VSV-E1E2) (J. Exp. Med.; 197(1): 
121-127, 2003) o 
[0 0 6 9] 

'MJl'T.te, SW2 8 □— (Bee kman Coulter Inc., 
Fu 1 1 e r t on, CA) T% 2 0% (v/w) -6 0% (v/w) ©*5t« 
10 »^g«43ET2 5, 0 0 0 r pmt4t*C2 P#|HI»'fr#«T*C£K:«i: DWM 
U -8 0 , CTffi#Ufc 

o 

^-<;i/7«+f->y;l'4 , ©RNAcr)nt 0 -ic^^T^fcfefc«, , TaqMan 
EZ RT-PCR+9 h (PE Ap.pl i e d Biosystems, R 

15 osterCity, CA) is*.-VW7VS V RNA0323 

-bp"t^>h*J»«*r*7*7— H^-f-^- (5' -cattattat 
c a t t a a a a g g c t c - 3 ' (BB8I## 10)) * «fctf U A'-X^-f ~? 
- (5' -gatacaaggtcaaatattccg- 3 ' .. (8E#l#-if 1 
1) ) , ^tf-Si^ffltlir/n-:? C5' - (6-*^#^r->-7^V-fe 

20 -Y » —atccagtggaatacccggcagattac— (6 — ^.H/ 
^y-fh7^^-o-^5» -3' m^mm 2) ] fcfflV^c. IB^J 
^ffigfi (AB I Pr i sm7 0 0 0, PE Applied Biosys 
terns) KcfcD, PCR^Wtt^^ 

25 *pftiiiK:s^viT-y->^f<z>3tr-»*ft^ufc. 

MiitTtt, VSV-GaeK**SbfcVSVAG-GMV>fc. 

<Djf[L»I§£, 9 6^7X;i/^*^l/-h4'fcCM4'T5Xl 0 4 tt/^7X 
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(1X1 0 1J RNA3tf-/^x;i/> , VSVAG ( 1 X 1 0 ,2 RNA3 tf-/ 
VX)V> ^SVSVAG-G (1 x 1 O n RNA3H-/r>x;W £&SU 
3 7t:-Pl 6«FWK>*i^~hbfc. f«iTi^« (GFP + «> 
5 FACS«iD»A- fe>-r-^*^«>fc. 

©jE*A— fe>7=— vte, Jfc©«t-5fcUT^Ufc : %J8!fe= (VS V-E 1 E 2 
£fcteVSVAG-G£fflV>fc££©GFP«©%) - (VSV-AG^ 
^fct^©GFP*«0%) 
£©M*, VSVAG-GS, MDC, PDC, 3U&i3«ktfCD 3 4 +jfijfilW 

io mmm\z$mvtz&v sv-e ie 2\$znb<Dmmizmm\stefr-3tzo -tut) 

15 »©JEg 

yi- H^-T S • Vfc^TS!SSttfcR«1-D C©#ffc£fcttJ®»©i£*£ 
W^*fc©K:, MDC*fc»4¥3»*GM-CSF©#flETTI L-4fcfbkI* 
&RlIL-4fcUT?tf*b&. 4BBfc«ai!ft»«fbfctI15, GM-CSF 
&<£tf I L-4itfeiliSSLfcMDCe, GM-CSF©*£:i:t>K:#*L& 
20 fc©£itl&LT, CD la, CD 8 3&<i:tfCD 8 6 ©i«V>5B«*WLTV>fc. 

I L^tfDC^MtH^tl/rteflbfcZtSjST. MoDCfcfc 
UTte, GM-CS FttfcfcWLfclfflB&i, GM-CSFM^I L-4© 

L-3©^T«*©4Bgl:, PDCfcOBBtifctfcLT, CD40, C 
25 D 8 0 , CD 8 3 &<fctf CD 8 6 ©JftSWnfcfrofc. 

^n^ODCtya-FM^VSV-E 1 E 2 £8MlLfcilg**B 1 4:fe«fc 
#015 fcaH". 04", * TtiS©l?ttG F P«0/t-t >r-^$it. 
4Hi©MDC*«k^4BSfeJ;rf7 Bg©MoDCfc&^TGFP+iM#ig 
#>t>*ltzft, 4Bi©PDCfc*ViTttl8«)&n^*^fc. VSVAG-G&& 
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• Ufc»£ICtt, m^tc^ hjrtXDtomzfrfrtob?, 4BSOMDC, 4 

fc, GM-CSF(Dfrttb\Z%mistc4UB<DMDC\Z&^T\Z, GFP'I 
M<DM& (n = 3, «F*|&feJ;tfl6ffl) tel. 5% (0. 5-2. 2 7%) 
5 -ofctf, GM-CSF:fc<fctf I L-4tt«bK:«*bfc%)0K:^T», ck^itS 
t>r— v©GFP + ««^$tlfc2 3. 3% (12. 3-27. 
0%) o MoDCtt, ^*©i^l:Lfc*bTVSVAG-G*«ktJtVSV 
-ElE2fc>tfUT, a*CD«£tt&jj*Lfc. 4 0 gOMo DC«7 B I ©Mo 
-D Cck 0 jfc««Ii«Vi/r— fe>r— S?©V S V- E 1 E 2-^TGF P 

V S VfcifigttT** £ 
E 1 E 2 -JfefH4<M fr7>mA<DWm\Z%>VZ> z/a.- 7V S V^0ffi§| 

15 fcte, TfrjR0HCV-tD3>;t-5?3>/Wl/*g5a«tbTfflVifc. 

i^ViHCV RNA37-f ^- (1X1 0 5 nb°-/M 1) irtHCVtri^ 
^t^^V^ (B i o Clinical Partners, Inc, USA) . 
3 u 1 /*7ZL)V<D&Wb&9 &V^)V-?V-y<DDC\znX, 3 7CT2 4 TO 
f>*i^-hbfc. DC£HJiRL, 1 %F C S £*f35bfc I MDMT3 0^ 

20 U ^tlRNe asy Mini Kit (Q I AG EN, Germany) £ 
JBV>TDCj&>&»RNA*fflffibfc. 

HCV RNA*aurr*fc«>K:tt, TaqMan EZ RT-PCR k 
it (PEApplied Biosystems) MV»fc. HCV RNA 

25 7^7- (5' -cgggagagccatagtgg-3' (BE3WI1 

3) ) £££PJ A'-XT^-fT- (5' -cgaaaggccttgtggta 
c t-3' (EM#-tl4) ) , =S^H«U^D-^ [5' - (6 

— ^7JV^ ; ^r>'-7>'V^'l/-fe-1' » — ctgcggaaccggtgagtaca 
c- (6 -5U^>-fh5^^-n-^5» -3' (jKBI#f|15) ] 
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mmftmW. (AB I Prism7 0 0 0)§ffl^T, PCR^S 

o W^fc»IIfi©5t>, *fe«V>HCV RNAM^-«. GM-CSFO^T 
#*Lfc.4B@©MDCK:fcV>Tfctti3nfc (016) . Ettfc, ^-F^-f 

C^a^O«H^T«Ufc. DC«HCV«»*6««t-*ir«tt«>**«l 
R&Ji,V>£ffc*fc, I FN a, I FN r » CpG ODN 2 0 0 6, CD 4 
0L, poly I : C TNFa ^fc«LPS«lMtlILT^ 
^mm\Z^X, VSV-ElE2«»^©ftA&II^fc 0 DCBIU 
mVB\Z, I FN a (lOOU/ml) , I FN 7 (lOOOU/ml) , IL 
-3 (50ng/ml) (lOng/ml) &**l«£nD C fcjD 

XTc CpG ODN 2 0 0 6 (1 0 /iM) , CD 4 0 L (1/ig/ml) , 
po 1 y I : C (5 0/ig/ml) , TNF a (2 0/ig/ml) 
LPS (10/tg/ml) tt. Va-H»>-r;^*»»r*24l$WWK:DCfc 

S£JH£^ 1 7 fc^f . I L - 4&£tfC p GODN 2 0 0 6 &%mzmKr?Z 
fc, GM-CSF*T^«bfcMDCtJtfebT, VSVAG-Gfc^5fi5 
tttejB#*R&S1*fc, VSV-E lE2^GFP«©A~t>f-y^ 
Mt^>T?)^t^e)^H^^fcc I FN— a, pol yl :C, L 

PS*«tOTNF-o tt, VSV-E1E2^VSVAG-G©M» 
VrrGFP + tt<Z)/V-- fe>r— «lffl^*ffcJ:0. CpG 
ODN«, GM-CSFfcfcfcfc*mbfcMDCfc*tt*CD8 3££tfCD8 
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-?>j->&£Zftf7? h-^^VSV-E lE2&A(Dmmz-D^TU.Wllstc a 
GM-CSFttb\zmmhfcMDC$:4 B mzm* (Dm&<D-?>j->$ltc\itf 
7? 1 — Zttb\Z3 7*CT1 8 0»>+a^-hU ya-^-f^VS 

10 V&mmhtz* ^a.-F3^:/VS Vg»0M£DC£EDTA (5m 

M) T«bfco DCtJFF^je«t*T^^He pG2i^it^-r^)feS?)H, v 
a.- K^-f 7V S V^S(Z)BirtH epG2^5/ig/ml <D^>^>T«bfc,, 

MDC^^yt^ijli^t, VS V-E 1 E 2 ^tt5GFP + «0 
A°— fe >t l - fiffl fife#l$i!5£«4> b fc** , V S V A G - G Oft A \Z \ZBW 

15 £M$fr^o7t (018) o -?>1-><DZ\<D£oUm.m))$k\Z, j|IEHCV£ 
gSLfcMDCt43^T«^tlfc (019) . Z.n\ztth, 1i7t>\ — XteV 
S V-E 1 E 2 ZtcteV SV AG- GO^n\Z%MDC\Z&tfZ>mmz&W& 
&&£ft^-ofCo m$£m*Z\£\Z, EDTA«VSV-E1E2(D«14^T 
Sit&frofc/^, VSVAG-G©ii^tt^^fc»Lfe. ^tie»©^-^«, 

20 ~?>;-Zm<Dm7k4mtfC a z+ #fe#«tDCiVSV-E 1 E 2 tOffi 

>t>«VSV-E 1 E2<Dm%±%mmLf3:fr?rz (02O) 0 V 
SV-E 1 E2<D&\$:U?ft=T-\%, HepG2tMDCtT:\$mtzZ>Z.t&K 
^bT£D, 7>t>^MDC±0^l:ii$SW, VSV-E 

25 1 E 2±Wtl^iU^V^t^f 0 - 

DCfc*3^§l/^^>©^^VS V-E 1 E 2 t^TS^©^^ TOT 
&5^§fr£f)^3fcg>t;:, GM-CSFttfe^^bfcMDCtGM-CS 
FtIL-4t<DKa.fy&t>&T*t%m\stzWDC\Z-O^T, DC-SIGN, V> 
(MR) ££^>^xU>0fgSa£J£t£L£„ DC-SIG 
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M-CSF tt%\zmmVrz%<D£V&fr?tdP, MR^itf^^i'J 

-e i e 2<D&mmmm j *VT^te\ f ^t*7fi®irz>o 

5 

*mWfe. ilttCSBT^^^^iT^Stt^ (IL-15, 
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2. i l - 1 5 *^?%>mim i ffi«©Bs*»fiM&. 

10 5. 5xd-< H^WMiiiBf ^ftS, ttttCgff&CDfcSffc* 
UTI FN- a t«fffl"r*fc«)©lt*?I4BB«0Elllja^*. 

H, GM-CSF, IL-4, LPS, CD 4 0 L, polyl : C, TNF — 
a £<ktf I FN-r #5fc*»J:0Wfc£tt*. H#3®4*fctt5te:E*c!>ES 

15 HftJ&ft. 

10. IL-15, SlD-f F«WMHHaiWl/^5 1 >^ftI 

11. I L - 1 5, $xn-f FIMte»JIl^l^^5 : >M» 

25 ^enftsns ia£U©«ttri^©^*&A#icft#-r«c^*$tt«ttc 

12. «ttCSffF^*^*T*fc*OE3IOt4Jfi©fc8&©IL--l 5, 5XD 
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